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to be unaffected by both of them. The expression of TGF-~ 
receptors appeared to be modulated by the levels of NO and 
other ROS. 
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Aim: This study sought to examine the influence of IL-lt~ on the 
expression of transforming rowth fac~or-~ by cultured normal 
and dedifferentiated bovine chondrocytes. 
Methods: Steady-state levels of mRNA for TGF-~I and TGF-~2 
were determined by Northern blotting. TGF-13 protein production 
was analyzed by ELISA in cell culture supematants. Transient 
transfection of TGF-131 promoter constructs was performed to 
characterize the DNA sequences which mediate the IL-- 1effect. 
Results: Primary bovine chondrocytes treated by IL- 16 in low 
serum level (2%) showed a significant increase in TGF-131 expres- 
sion, whereas TGF-~2 production was reduced. In high concen- 
tration of serum (10%), IL-IJ3 induced an inhibitory effect on TGF- 
t31 expression over the first 48 h and a stimulation at 72 h. TGF- 
~2 reduction was still observed in the presence of 10% serum. 
The 11_-1 effect on TGF-~I expression was abolished in cells ded- 
ifferentiated by repeated culture passages whereas TGF-~2 was 
also reduced. A 80-pb sequence of the TGF-~I promoter (-732/- 
652) was found to mediate the IL-1 effect on this gene. 
Conclusions: TGF-~I, because of its specific promoter structure, 
can be increased by IL-Ib in articular chondrocytes. This suggests 
that IL-1, besides its deleterious effect on cartilage, could initiate 
the repair response observed in early stages of OA through its 
ability to enhance local TGF-131 expression by chondrocytes. 
in CIA mice which was a RA model. 
4: Direct interaction of chondrocyte with autologous T cell: 
Chondrocytes from articular cartilage were co-cultured with 
autologous T cells and the response was evaluated as prolifera- 
tion by 3H-uptake. The response was exclusively higher in OA 
chondrocytes and this reaction was inhibited by anti-HLA class I 
and II, CD4, CD8 antibodies. OA chondrocytes expressed HLA 
DP, DQ and DR molecules as well as CD80 and CD86. 
5: Chemokines in OA cartilage: CC chemokines (MCP-1 
RANTES, MIP-lc~, MIP-I~) were expressed in chondrocytes and 
some of them stimulated MMP-3 production and inhibited matrix 
synthesis. 
Conclusions: Taken together, we have revealed the presence of 
a wide spectrum of immunological responses in the pathogene- 
sis of OA and contribution of chondrocytes. Specific modulation 
of such responses may become a novel therapeutic approaches 
in OA. 
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Aim: Osteoarthritis (OA) has been considered as a degenerative 
joint disorder, however inflammatory cells infiltrated in the syn- 
ovial tissue of OA and IL-1, one of pro-inflammatory c tokines, 
was considered as a key molecule in the pathogenesis of OA. 
This series of work was performed to elucidate the immune 
mechanism in OA. 
Methods and Results: 
1: Clonal infiltration of T cells in the QA synovium: We examined 
the clonality of T cells infiltrating into the synovial tissues by the 
SSCP method on T cell receptors (TCRs), and consequently, 
some dominant T cell clones were detected. We further analyzed 
the structure of TCR ~ chain and revealed that some TCRs were 
common in the different samples. 
2 Autoantibodies against cartilage related proteins:YKL-39 (close- 
ly related to HC gp-3 9), and CILP(cartilage intermediate layer 
protein) were considered to be candidates of autoantigens. About 
10% of OA patients had autoantibody against these proteins. 
3: Arthritogenicity of YKL -40 and C/LP: Mice were immunized 
with YKL-40 and CILP fusion proteins, then, developed oligo 
arthritis. The number of affected joint and severity was less than 
